Introduction
Metal ion release into cell culture medium 149 2.5mg metal wear debris/1x10 6 cells were incubated for 24h in RPMI-1640 (pH 7.4) 
ICP-MS analysis

177
For the analysis of cellular ion up-take, cells were centrifuged at 350xg for 5min, and then
178
washed twice with PBS. After the second wash, the PBS was discarded and cell pellets 179 sonicated for 30min at 45°C. Cell lysates were then resuspended in 1ml of ultrapure water Co was the ion predominantly released in all cases, the change in pH seemed to have a more 314 pronounced effect on Cr ion release. are often stored in acidic lysosomal vacuoles where intracellular dissolution can occur (32).
337
As shown in the section above, significant increase in ion release was observed at pH 4. The 338 results herein suggest that the levels of intracellular metal ions measured could be due to 339 either intracellular ion release through the actions of the low pH compartments of the 340 lysosomal-endosomal compartment following particle endocytosis or a combination of both 341 intracellular particle degradation and ion up-take from the extracellular culture medium. The acidic environment of inflammatory lesions is due to increased metabolic acid generation 
